The frissonnant (fri) mutation is an autosomic recessive mutation which spontaneously appeared in the stock of C3H mice. fri mutant mice have locomotor instability and rapid tremor. Since tremor ceases when mutant mice have sleep or are anaesthetized, and because of their obvious stereotyped motor behavior, these mice could represent an inherited Parkinsonian syndrome. We show here that the fri/fri mouse fulfills two out of the three criteria required to validate an experimental model of human disease, that is isomorphism, homology and predictivity. Indeed, fri/fri mice present an important motor deficit accompanying visible tremor and stereotypies. They display some memory deficits as in human Parkinson's desease. L-Dopa and apomorphine (dopaminergic agonists), ropinirole (selective D2 agonist), and selegiline (an monoamino-oxidase B [MAO-B] inhibitor) improve their clinical status. However, neither anatomopathological evidence of nigrostriatal lesion, nor decrease in tyrosine hydroxylase production could be seen.
INTRODUCTION
Parkinson's disease (PD) 2 is characterized by akinesia, tremor, rigidity and postural instability (Hughes et al., 1992) . Other symptoms such as mild cognitive defects, autonomic dysfunction and affective disorders may also be observed (Parkinson, 1817) . PD usually affects people in their middle or later years, with an incidence rate of 5-20 per 100,000 (Rajput et al., 1984) . Ninety percent of PD cases are sporadic and 10% inherited (Duvoisin, 1986) . The behavioral deficits are primarily due to progressive degeneration of nigrostriatal dopaminergic neurons which results in motor syndrome. The three main symptoms appear when more than 55-60% of dopamine has disappeared from the nigrostriatal structures because of degeneration of dopaminergic neurons (Fearnley et al., 1991) .
Untill now, there exists three routinely used experimental animal models of PD: (a) the first consists in unilaterally injecting 6-hydroxydopamine in the nigrostriatal system of adult rats; (b) the second, in treating rats or mice with reserpine; (c) and the third, in injecting MPTP (1-methyl-4-phenyl-1,2,3,6-tetrahydropyridine) in primates (Burns et al., 1983) or mice.
By contrast with what happens in primates, MPTPintoxication of rodents is not totally satisfactory in inducing a typical PD. Obviously, MPTP is an efficient and specific toxin of the nigrostriatal system in mice. However, effects of this toxin have been shown to
